Abstract
Introduction
Gastric cancer is one of the most common cancers worldwide, which has caused the number of death to about 754000 [1] . However, its incidence has declined over the recent decades due to the recognition of particular risk factors such as H. pylori and its treatment by antibiotics, and availability of fresh produce and less reliance on salt-based preserved foods [2] .
The prognosis is unfavourable for the late stage of disease as at the time of presentation. Inflammatory bowel diseases are strongly associated with colorectal cancer. In addition, a few cases reported with gastric and small bowel adenocarcinoma in gastroduodenal Crohn's disease, in which 15% of the patients were observed and the most commonly affected is the distal antrum and duodenum and in association with concurrent distal intestinal involvement [3] . Gastroduodenal Crohn's disease POJ Clin Case Rep. 1 [2] : 1-6 (2018) commonly present with upper abdominal pain and symptoms of gastric outlet obstruction, which is managed mainly through surgery. Here, we present a case of young female whose gastric adenocarcinoma was developed in a background of isolated gastroduodenal Crohn's disease.
Case Presentation
A 47-Year-old female patient, who had a past medical history of Crohn's disease limited to upper GIT since 24 years on a regular dose of Mesalazine and Azathioprine and regular follow-up with the gastroenterologist. The patient was referred to our surgical department for an incidental finding of pre-pyloric fungating Mass on screening gastroscopy ( Figure-1) , whose biopsy revealed well-differentiated adenocarcinoma, the intestinal type with a background of high-grade dysplasia, HER2|neu is equivocal (+2).
During presentation, the patient was complaining of epigastric abdominal pain for a longer period of standing, burning in nature, related to food intake and not radiation. No history of early satiety, anorexia, nausea, vomiting, or hematemesis were found. No history of diarrhea or constipation or melena were found. No history of the anal disease was found. No history of fever, weight loss, or night sweating were found. The patient was in regular follow up in a gastroenterology's clinic with multiple gastroscopy showing severe antral inflammation and pyloric edema and prepyloric ulcerations with narrowing, normal duodenum ( Figure-2 ) with biopsy of 8 years before presentation shows moderate active superficial chronic POJ Clin Case Rep. 1 [2] : 1-6 (2018) gastritis with epithelioid granuloma, no H. pylori organisms were identified and multiple normal colonoscopies and biopsies. The patient did have a record of cigarette or alcoholic consumption, also with no significant surgical history. The patient medications were: Mesalazine 1 g, Azathioprine 50 mg OD, Esomeprazole 40 mg OD, Folic acid 5 mg OD, Ferrous sulfate 300 mg OD, Vitamin B 12 1000 mg once/month for total three doses, Prednisolone 50 mg on tapering dose of 5 mg every week for one time and Naproxen 500 mg BDS PRN. The patient is a mother of multiple children delivered through Normal Spontaneous Vaginal Delivery (NSVD) and with a history of contraceptive pills intake for a short period of time. Her family history was also not significant. Her general condition was perfect with good body build (weight: 59 kg, Height: 158 cm, BMI: 23 kg/m 2 ) and other vital signs were normal. Her physical examination was unremarkable. No abdominal distention or tenderness were found. No palpable mass or lymph nodes were found. On the day of admission, the results of her routine laboratory investigations were within normal ranges, except for a decrease in hemoglobin, which was measured at 9. The patient was pre-operatively reviewed by gastroenterologist: medications were stopped before surgery, and to be resumed 4 weeks after surgery. After a pre-operative consultation with the patient and her family, we performed distal gastrectomy, loop gastrojejunostomy, jejunojejunostomy, and cholecystectomy. Post-operatively, the patient had an uneventful recovery; she was able to accept food gradually after the operation and was discharged on day 11 postoperatively in good condition.
The postoperative pathological stage was pT1aN0M0, (Figure-5 ) for invasive adenocarcinoma, intestinal type, moderate to poorly differentiated. Tumor size is 5.5 cm, invades lamina propria, muscularis mucosa, without submucosal invasion and no lymphovascular invasion. Proximal resection margin shows intestinal metaplasia with reactive epithelial atypia and small foci suspicious for low-grade dysplasia, distal resection margin is negative. The surrounding of the mucosa shows high-grade dysplasia, both proximal and distal to the tumor. Multiple scattered mucosal granulomas are noted. Twenty three reactive lymph nodes are identified (0/23).
Two weeks later, the patient was followed-up in the clinic of surgery and oncology, started on adjuvant chemotherapy with Xelox (Capecitabine) 1 g twice per day for 6 cycles. Until 2 years postoperatively, she was in a regular follow-up in clinics without any active complaint and repeat CEA: 
Discussion:
The case presented here is one of a few cases reported in Crohn's disease patients with gastric adenocarcinoma [4, 5] . However, the association remains controversial.
Gastric cancer is one of the most common cancers, adenocarcinoma accounts for 95%, with two primary sub-types: intestinal 70% and diffuse 30% as per Lauren classification [6] . Significant risk factors for gastric cancer include family history, smoking, and alcohol consumption. While chronic gastritis associated with H. pylori is one of a well-studied and most common risk factor for gastric cancer. Although chronic gastritis could be caused by Crohn's disease.
Gastroduodenal Crohn's disease can present 0.5-4% of cases with the ileocolonic disease, while isolated stomach involvement is very unusual presentations less than 0.07% of all gastrointestinal tract [7] . As evidenced from a Major Dutch University Referral Center, only 1 of 940 Crohn's disease cases had isolated proximal disease and evidenced from the largest case series consisted of only 7 patients of isolated gastroduodenal Crohn's disease [8] . Endoscopically, GCD can exhibit as mucosal edema, focal or diffuse erythema, nodular lesions or erosions, and ulcers, while, histologically, biopsies showing non-specific chronic gastritis and rarely granulomas [8] . However, according to various studies, it is often difficult to be cured with medical and surgical interventions [7] .
Annunziata's series of 119 CD patients underwent upper endoscopy with biopsy, 16% of the patients have upper GIT involvement, 63% were asymptomatic and 37% were symptomatic, frequently have colicky abdominal pain and/or cramps, nausea, and anorexia [3, 8] . A review of 20 studies conducted in 2015 at Miami University, there was 815 upper gastrointestinal involvement from 2511 CD cases, most histopathological findings were nonspecific gastric inflammation 32%, gastric granuloma 7.9% and Focal gastritis 30.9%, most endoscopic finding were erythema 5.9%, and erosions in 3.7% [9] .
The association of developing colorectal and small intestinal cancer with Crohn's disease is well known and the risk increase with long-standing disease surgically bypassed loops and chronic fistula. While the incidence of squamous cell carcinoma of the anus and skin, testicular cancer, and other miscellaneous cancers have all been reported in Crohn's disease (CD), although the strength of these associations is unclear [10] . Colon cancer has been considered as the most cause of excess mortality in CD [11] . A review published in 2007 of 34 studies and 60,122 CD case, demonstrated an increased risk of small bowel, extraintestinal cancers, and lymphoma [12] .
Our literature review identified few detailed cases of stomach cancer on top of Crohn's, and incidence of cases in studies of malignancies in Crohn's disease.
In Katsanos's and his colleagues 15-years follow-up study, stomach cancer were diagnosed in 5 cases from 62 cancer developed, 3 with ulcerative colitis and 2 with Crohn's disease [13] .
One case of stomach cancer was observed in 770 Crohn's disease, and two cases of gastric cancer, stage T1, and were observed in a total of 4,248 CD patients, without any of the either present or previous signs of CD activity in the stomach in studies carried out in Japan [14, 15] .
In a study conducted in Netherlands 2016, 59 gastric cancer cases were countered in inflammatory bowel disease, 30.5% with Crohn's disease, with an intestinal type GC (59.3%).
No difference in cancer location and behavior or tumor differentiation between the IBD patients and general population except in advanced T-stage in IBD patients and significantly worse in survival [16] .
Most large series have failed to demonstrate an increased risk of gastric cancer in Crohn's disease. Furthermore, it is unclear whether gastric cancer histologically or clinically with IBD patients is different from the general population. This is most likely due to the rarity of gastric involvement in Crohn's disease, difficulty to a definite diagnosis of gastric malignancy in the setting of Crohn's disease and the controversial association.
Conclusion
We encountered a rare case of gastric cancer in a patient with Crohn's disease. The only way to diagnose such lesions is to regularly carry out upper gastrointestinal examinations.
